In this issue of Blood, Hervier et al has identified that cooccurrence of Langerhans cell histiocytosis (LCH) and Erdheim-Chester disease (ECD) in the same patient is not a rare event. 1 Mixed histiocytosis (MH) highlights existence of a link between distinct groups of histiocytic disorders and suggests presence of a common progenitor cell. Today, histiocytic disorders are classified into 3 groups based on clinical presentation and gross anatomic findings. U ntil recently, little attention was paid to the underlying genetic structure of this heterogeneous group of disorders, and no efforts were directed in reevaluating disease classification based on molecular/genetic background and disease pathomechanism. The momentum for reclassification of histiocytic disorders was already initiated with the discovery of somatic BRAF V600E mutation in LCH and ECD. 2, 3 This discovery was suggestive of the neoplastic nature of these disorders, but additional studies were required to prove that BRAF V600E is not merely associated with LCH and ECD as a passenger mutation. It has been demonstrated that BRAF V600E is indeed a driver mutation in both diseases, and blocking BRAF kinase could dramatically improve the disease outcome in patients harboring this mutation. 4, 5 To date, clinical significance of BRAF V600E mutation is limited to therapy of patients harboring this activating mutation. Little is known about the diagnostic and prognostic value of BRAF V600E .
Currently, 2 fundamental questions exist in the field: (1) cell of origin and (2) clinical and biological significance of BRAF V600E mutation in histiocytic disorders.
Despite the existing comments in the literature, pointing to near-mature cells as a cell of origin both for LCH and ECD, there were numerous facts suggesting that these disorders are initiated in bone marrow progenitor cells. First, it is of note that LCH and ECD primarily affect bones in 70% and 90% of cases, respectively. It is rather uncommon to have such a tropism in dissemination of any neoplasm that overwhelmingly would dominate the primary site of origin. Second, pathologic cells in both diseases suffer maturation arrest, suggesting that a progenitor cell should be primarily affected. 6, 7 Third, the concomitant occurrence of histiocytic disorders that was sporadically reported in the literature were pointing to an early abnormal event in myeloid linage. Although the presence of MH was documented in the literature, the orphan nature of these diseases had created serious complications in conducting comprehensive and conclusive studies. Hervier et al interrogated mixed disorders and discovered that once BRAF V600E mutation is present in MH, it occurs in both LCH and ECD. This observation is not only suggestive of a common progenitor cell for these diseases, but also suggestive of the fact that BRAF V600E mutation is an early event. A CMP cell that gives rise to dendritic cells and monocyte/ macrophages would be a reasonable candidate, and it would be worthwhile to conduct future studies and determine the effect of somatic BRAF V600E mutations on development and differentiation of this cell 8 (see figure) . 
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In this issue of Blood, Lamrani et al use various mouse models to demonstrate that the disease phenotype, rather than the JAK2 V617F mutation, is responsible for the increased risk of thrombosis and bleeding in mouse models of myeloproliferative neoplasms (MPNs). 1 
M
PNs are clonal somatic disorders characterized by the excessive production of mature myeloid cells such as erythrocytes and platelets and include polycythemia vera (PV; excessive erythrocyte production), essential thrombocythemia (ET; excessive platelet production), and primary myelofibrosis (MF; fibrosis of bone marrow). 
